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AB Valsartan ( (S) -N-valeryl-N- { [2 1 - ( lH-tetrazol-5-yl ) biphenyl-4- 

yl] methyl) valine, CAS 137862-53-4, CGP 48933), a non-peptide angiotensin 
II type 1 receptor antagonist, or enalapril was administered to 
spontaneously hypertensive rats stroke-prone (SHR-SP) for 1 year from 8 
weeks to 56 weeks of age under a normal diet without saline load. During 
48 weeks, control rats showed increase in systolic blood pressure from 

180 

to 250 mmHg accompanying stroke-related behaviour, cardiac and 
aortic hypertrophy, hyperreactive contractility of mesenteric vascular 
beds, proteinuria, high water turnover and death. Valsartan at 
3, 10 and 30 mg/kg/d p.o. and enalapril at 1 and 10 mg 

/kg/d p.o. suppressed the increase in blood pressure dose-dependently . 
Systolic blood pressure was steadily controlled to around 180 mmHg at the 
highest dose of either drug throughout the study. In proportion to the 
antihypertensive action of the drugs, endorgan damage was prevented. 
During 1-year administration, effects of enalapril and valsartan 
were much the same, indicating the clinical usefulness of 
valsartan being comparable to enalapril. 
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AB Predictable dose-related efficacy is considered to be an important 

attribute of any antihypertensive agent. To determine the magnitude of 
dose- responsive efficacy for valsartan, a highly selective 
angiotensin II-receptor blocker, we conducted an integrated analysis of 
efficacy data from nine double-masked, randomized, placebo-controlled, 
parallel studies of similar design and of at least 4 weeks' duration. The 
intent-to-treat analysis included 4067 patients with mild-to-moderate 
hypertension who had received valsartan (n = 2901) 10, 20, 40, 
80, 160, or 320 mg once daily or placebo (n = 1166) . Blood 
pressure was assessed at trough (24 hours after the last dose) . In all 
nine studies, valsartan doses .gtoreq.80 mg produced 

statistically significant reductions in supine or seated diastolic blood 
pressure (SDBP) and systolic blood pressure (SSBP) compared with placebo 
(P < 0.05). The integrated analysis demonstrated a clear increase in 
blood-pressure-lowering efficacy with increasing dose across the range 10 
to 320 mg (placebo- subtracted mean changes from baseline to end 
point for valsartan 10, 20, 40, 80, 160, and 320 mg, 

respectively: SDBP, -0.8, -2.8,-2.6, -3.9, -5.1, and - 6.4 mm Hg; SSBP, 

-1.3, -5.7, -5.3, -6.8, -8.6, and -9.0 mm Hg) . The data demonstrate that 

valsartan provides dose-responsive antihypertensive efficacy 

across the therapeutic dose range, with clinically relevant 
blood-pressure 

lowering at doses .gtoreq.80 mg once daily. 
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